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AB Antibodies, humanized antibodies, resurfaced antibodies, antibody fragments, 
derivatized antibodies, and conjugates of same with cytotoxic agents, which 
specifically bind to, and inhibit A class of Eph receptors, antagonize the 
effects of growth factors on the growth and survival of tumor cells, and which 
have minimal agonistic activity or are preferentially devoid of agonist 
activity are described. Said antibodies and fragments thereof may be used in 
the treatment of tumors that express elevated levels of A class of Eph 
receptors, such as breast cancer, colon cancer, lung cancer, ovarian 
carcinoma, synovial sarcoma and pancreatic cancer, and said derivatized 
antibodies may be used in the diagnosis and imaging of tumors that express 
elevated levels of A class of Eph receptors. Also provided are cytotoxic 
conjugates comprising a cell binding agent and a cytotoxic agent, therapeutic 
compns. comprising the conjugate, methods for using the conjugates in the 
inhibition of cell growth and the treatment of disease, and a kit comprising 
the cytotoxic conjugate are disclosed are all embodiments of the invention. 
In particular, the cell binding agent is a monoclonal antibody, and epitope- 
binding fragments thereof, that recognizes and binds the A class of Eph 
receptors . 

IT >?'/ - ; 6 :-/'.)■■ 8 ! - ■■ antibody conjugates 9 4h4 89 -88 •• 3D, antibody 
conjugates 4 :?•;>? 9 --8 -;D, antibody conjugates 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(anti-EphA2 receptor antibody plus cytotoxic agent for treatment of 
cancer) 
RN 877659-86-4 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,5- 

pentanediylbis (oxy) ] bis [ 2-ethylidene-l , 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




RN 945489-88-3 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,4- 

butanediylbis (oxy) ] bis [ 2-ethylidene-l , 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 945489-89-4 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [ 1 , 4 ] benzodiazepin-5-one, 8 , 8 ' - [ ( 3-methyl-l , 5- 

pentanediyl) bis (oxy) ] bis [2-ethylidene-l, 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Tomaymycin derivs., such as I [R = H, Me; X = alkylene, phenylene, 

heteroarylene, such as pyridin-2 , 6-diyl , with or without a heteroalkylene 
linking group suitable for binding with an antibody] , were prepared for 
therapeutic use as cytotoxic anticancer agents. Thus, tomaymycin derivative 
II was prepared via a multistep synthetic sequence starting from per- 
tomaymycin, N-methyl-N-tert-butoxycarbonylpropargylamine, 3,5- 
bis (methoxycarbonyl ) phenyl trif luoromethanesulf onate, and 4-methyl-4- 
(methyldithio) pentanoic acid. Conjugates of some of the prepared tomaymycin 
derivs. with antibodies, such as huC242 and huB4, were prepared, and the 



tomaymycin derivs. and antibody conjugates were tested in vitro for antitumor 
cytotoxicity against A549, KB, and MCF7 cancer cells. 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(preparation of tomaymycin derivs. for therapeutic use as antitumor agents) 



RN 877659-86-4 CAPLUS 
CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,5- 

pentanediylbis (oxy) ] bis [ 2-ethylidene-l , 2,3, lla-tetrahydro-7-methoxy-, 

(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




RN 945489-88-3 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,4- 

butanediylbis (oxy) ] bis [2-ethylidene-l, 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 945489-89-4 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [ 1 , 4 ] benzodiazepin-5-one, 8 , 8 ' - [ ( 3-methyl-l , 5- 

pentanediyl) bis (oxy) ] bis [2-ethylidene-l, 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Binding of two bactericidal pyrrolobenzodiazepine (PBD) dimers, SJG-136 and 
ELB-21, to genomic DNA from Staphylococcus aureus EMRSA-16 was investigated. 
Both agents cross-linked purified EMRSA-16 DNA. The more potent agent, ELB- 
21, had a greater capacity to cross-link DNA after incubation with intact 
cells than SJG-136. Extensive interstrand crosslinking at multiple sites on 
the EMRSA-16 genome was demonstrated by probing EcoRI-restricted DNA with mecA 
and 16S rDNA. Crosslinking was again greater in DNA extracted from ELB-21- 
treated cells and was compatible with frequency anal, of preferred binding 
sequences in EMRSA-16 DNA. These studies support the premise that the potency 
of ELB-21 is due to efficient cell penetration and provide evidence that the 
antibacterial activity of PBD dimers results from crosslinking at specific 
genomic sites. 

IT 877659-86-4, ELB-21 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(interactions of pyrrolobenzodiazepine dimers and duplex DNA from 
methicillin-resistant Staphylococcus aureus) 

RN 877659-86-4 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,5- 

pentanediylbis (oxy) ] bis [ 2-ethylidene-l , 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Title compds. I [RIO = N-protecting group; Rll = OH, OR12; R12 = O-protecting 
group; or RIO and Rll together form a double bond between N10 and Cll; RIO' = 
RIO; Rll' = Rll; and their geometrical isomers, salts and solvates] were 
prepared for use in the manufacture of a medicament for treating gene-based 
diseases, such as proliferative, and infections by Gram-pos. bacteria. For 
example, Z-, Z- isomer of II (III) was prepared, in 4 steps, by Wittig 
reaction of bis-ketone IV with ethyltriphenylphosphonium bromide, tert- 
butyldimethylsilyl-deprotection, cyclization, and allyloxycarbonyl- 
deprotection . Pyrrolobenzodiazepine dimer III displayed antitumor potency 
(IC50 0.05 nM) against K562 human chronic myeloid leukemia cells and 
crosslinking reactivity (XL50 = 2.7 + 1.6 nM) . Pyrrolobenzodiazepine dimer III 
showed activity against Gram-pos. bacteria; for example the MIC90 values for 
III were 0.03 against methicillin resistant Staphylococcus aureus, 0.06 mg/L 
against vancomycin resistant enterococci and Listeria monoocytogenes , and 
0.01b mg/L against Streptococcus pyogenes and Streptococcus agalactiae. 

IT 86 452 8-66- 5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of pyrrolobenzodiazepine dimers as 
antiproliferative and antibacterial agents) 
RN 864528-66-5 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,5- 

pentanediylbis (oxy) ] bis [ 2-ethylidene-l , 2,3, lla-tetrahydro-7-methoxy-, 
(2Z,2'Z,llaS,ll'aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 
Double bond geometry as shown. 
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IT 864528-73-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of pyrrolobenzodiazepine dimers as 
antiproliferative and antibacterial agents) 
RN 864528-73-4 CAPLUS 

CN lH-Pyrrolo [2, 1-c] [1, 4] benzodiazepine-10 (5H) -carboxylic acid, 

8, 8 ' - [1, 5-pentanediylbis (oxy) ] bis [ 2-ethylidene-2 , 3 , 11, 1 la-tetrahydro-1 1- 
hydroxy-7-methoxy-5-oxo-, di-2-propenyl ester, 
(2Z,2'Z,llS,ll'S,llaS,ll'aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
Double bond geometry as shown. 
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cross-linking agents with activity against Gram-positive bacteria 
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AB Objectives: Pyrrolo [ 2 , 1-c ] [ 1 , 4 ] benzodiazepine (PBD) dimers are synthetic 

sequence-selective interstrand DNA minor-groove crosslinking agents developed 
from anthramycins . We investigated the antibacterial activity of three 
dimers, SJG-136, DRG-16 and ELB-21, which differ in the structure of the PBD 
monomeric unit and the length of the linker region between the two identical 
PBD monomers. Methods: MICs were determined against 38 methicillin-resistant 
Staphylococcus aureus (MRSA) , 20 vancomycin-resistant enterococci (VRE) , 12 
isolates of Streptococcus pyogenes, 12 of Streptococcus agalactiae, 12 of 
Listeria monocytogenes and 24 Gram-neg. clin. isolates. Binding to double- 
stranded DNA was assessed by determination of the DNA melting temperature 
(Tm) . Results: MIC90 values for SJG-136 were 0.5 mg/L against MRSA, VRE and 
L. monocytogenes, 0.06 mg/L against S. pyogenes and 0.03 mg/L against S. 
agalactiae; these were below the maximum tolerated dose of the drug. MIC90s 
for DRG-16 were 0.125, >0.5, 0.125, 0.015 and <0.008 mg/L, resp. The most 
potent compound was ELB-21, with corresponding MIC90 values of 0.03, 0.06, 
0.06, 0.015 and 0.015 mg/L. There was little or no variation in sensitivity 
amongst isolates from any one species. All Gram-neg. species (Acinetobacter , 
Pseudomonas, Klebsiella, Proteus spp.) were not susceptible due to the barrier 
function of the outer membrane. PBD dimers showed bactericidal activity 
against MRSA and VRE and there was a significant post-antibiotic effect (1.5- 
3.5 h) . Incubation of EMRSA-16 genomic DNA (50 |iM) with 20 |iM ELB-21 resulted 
in a large increase in Tm suggesting that PBD dimers exert their antibacterial 
effect by crosslinking of the two DNA strands. Conclusions: These data 
indicate that this novel class of antibacterial agents warrants further 
investigation as potential antibiotics for the treatment of severe infections 
caused by Gram-pos. pathogens. 

IT 8 7 7 ■ 5$ 86 ELB 21 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(pyrrolobenzodiazepine dimers as novel sequence-selective, 
DNA-interactive, crosslinking agents with activity against Gram-pos. 
bacteria) 

RN 877659-86-4 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1, 4] benzodiazepin-5-one, 8,8'-[l,5- 

pentanediylbis (oxy) ] bis [ 2-ethylidene-l , 2,3, lla-tetrahydro-7-methoxy-, 
(2E,2'E,llaS,ll'aS)- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB A pyrrolobenzodiazepine dimer compound, SJG-136 for the treatment of drug 
resistant leukemia is provided. 




: carbon chain <containing 3-12 C, 
0 or more double bonds, 0 or more triple bonds> 
(opt. substd.) 



G16 = carbon chain <containing 1-12 C, 

0 or more double bonds, 0 or more triple bonds> 

(opt . substd. ) 
G18 = O 
G2 +G11= 64 



gC G16 

G7 +G13= 111 

55— G16 



Patent location: 

Note: 

Note: 



claim 1 

or pharmaceutically acceptable salts or solvates 
additional heteroatom interruption also claimed 
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AB The title compds . I [Rl = (un) substituted C3-12 alkylene; X = 0, S, NH; the 

pyrrolobenzodiazepine ring may contain addnl. substituents in >1 of the 1, 2, 
3, 6, 7, 9, and 11 positions and the C rings may optionally contain >1 addnl. 
hetero ring atom] , which are capable of crosslinking double-stranded DNA and 
which are useful as anticancer agents, are prepared Thus, 

pyrrolobenzodiazepine II, prepared from vanillic acid in 7 steps, demonstrated 
50% inhibitory concentration against L1210 mouse leukemia cells of 0.01 uM and 
against ADJ/PC6 mouse plasma plasmacytoma of 0.0005 uM. 

MSTR 1A 




Gl = CH2 / 38 



G3 = OMe 

G4 =0 

G5 = alkylene <containing 3-12 C> 

Patent location: claim 1 




Gl = CH2 / 38 

3 i=CH— Me 

G3 = OMe 

G4 =0 

G5 = alkylene <containing 3-12 C> 



Patent location: claim 1 



=> d 12; d his; log y 
L2 HAS NO ANSWERS 
LI STR 



Structure attributes must be viewed using STN Express query preparation. 
L2 QUE ABB=ON PLU=ON LI 

(FILE 'REGISTRY' ENTERED AT 14:31:03 ON 15 MAR 2008) 
DEL HIS Y 
LI STRUCTURE UPLOADED 

L2 QUE LI 

L3 2 S L2 

L4 5 S L2 FUL 

FILE 'CAPLUS' ENTERED AT 14:32:57 ON 15 MAR 2008 
L5 5 S L4 

FILE 'MARPAT' ENTERED AT 14:33:46 ON 15 MAR 2008 
L6 0 S L4 

L7 4 S L4 FUL 

L8 2 S L7 NOT L5 
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